Mutations in two related genes, presenilin 1 and presenilin 2 (PS1 and PS2), cause a subset of early-onset familial Alzheimer's disease (FAD). PS1 is expressed in a variety of neuronal and peripheral tissues, including neuronal populations known to be at risk in Alzheimer's disease such as CA1 hippocampal neurons. To examine whether FAD-linked mutations in PS1 directly influence the physiology of learning and memory, we measured the field excitatory postsynaptic potential (fEPSP) at the Schaffer collateral-CA1 synapse in hippocampal slices. Basal synaptic transmission and long-term potentiation (LTP) were examined in neurons of transgenic mice expressing wild-type human PS1 (WtTg) and FAD-linked A246E PS1 variant (MTg) and in neurons of nontransgenic littermates (NTg). Several measures of basal synaptic transmission were unaltered in WtTg and MTg compared to NTg mice, including maximum fEPSP slope, maximum fEPSP amplitude, maximum fiber volley amplitude, and the function relating fiber volley amplitude to fEPSP slope, an index of basal synaptic strength. In addition, paired-pulse facilitation was not changed. However, upon theta burst stimulation or high-frequency stimulation, input-specific LTP in MTg animals had a larger initial amplitude and was more persistent than that in WtTg or NTg animals. These data suggest that the FAD-linked A246E variant of PS1 leads to higher degree of LTP induction in mice.
INTRODUCTION
Alzheimer's disease (AD), a neurodegenerative disorder, leads to a progressive loss of cognitive function. The majority of early-onset of AD is inherited in an autosomal dominant manner. Mutations have been identified in three genes that cosegregate with affected members of familial AD (FAD). The majority of mutations are linked to a gene on chromosome 14 encoding a polytopic membrane protein termed presenilin 1 (PS1) (Alzheimer's Disease Collaborative Group, 1995; Sherrington et al., 1995; Hardy, 1997) .
PS1 is expressed in a variety of neuronal and peripheral tissues. However, higher levels of PS1 expression are found in neuronal populations known to be at risk in AD such as CA1-3 hippocampal neurons, medial and cortical amygdala nuclei, and neocortical neurons (Alzheimer's Disease Collaborative Group, 1995 , Sherrington et al., 1995 Lee et al., 1996) . In monkey cortex, electron microscopy revealed that PS1 is localized in compartments resembling smooth endoplasmic reticulum (SER) and coated transport vesicles in neuronal dendrites (Lah et al., 1997) . A series of efforts has provided evidence to support the view that one mechanism by which mutant PS1 causes AD is by elevating production and accelerating deposi-
